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Claims 

What is claimed is: 

1 . A cyclosporin analog of formula (I) or a pro-drug or a pharmaceutical^ 
acceptable salt thereof: 

A— B— Sar-MeLeu-Val-MeLeu-Ala — U— MeLeu-MeLeu-MeVal - 
1 2 8 



10 



wherein, 

(a) (Ajk of the formula: 



(0 



15 



20 



wherein 



25 




is absent,)ci-C6 alkyl-, or -C3-C6 cycloalkyl-; 



s selected from the group consisting of: 

-C(0)-0-R1 where R1 is hydrogen, C1-C6 alkyl 
optionally substituted with halogen, 
heterocyclics, aryl, C1-C6 alkoxy or C1-C6 
alkylthio, halogen substituted C1-C6 alkoxy, 
halogen substituted C1-C6 alkylthio; 
-C(0)-S-R1 where R1 is hydrogen, C1-C6 alkyl 
optionally substituted with halogen, 
heterocyclics, aryl, C1-C6 alkoxy or C1-C6 
alkylthio, halogen substituted C1-C6 alkoxy, 
halogen substituted C1-C6 alkylthio; 
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iii. -C(0)-OCH2-OC(0)R2 where R2 is C1 -C6 alkyl, 
optionally substituted with halogen, C1-C6 
alkoxy, C1-C6 alkylthio, heterocyclics or aryl; 

iv. -C(S)-0-R1 where R1 is hydrogen, C1 -C6 alkyl 
optionally substituted with halogen, 
heterocyclics, aryl, C1-C6 alkoxy or C1-C6 
alkylthio, halogen substituted C1-C6 alkoxy, 
halogen substituted C1-C6 alkylthio; and 

v. C(S)-S-R1 where R1 is hydrogen, C1 -C6 alkyl 
optionally substituted with halogen, 
heterocyclics, aryl, C1-C6 alkoxy or C1-C6 

^\ alkylthio, halogen substituted C1 -C6 alkoxy, 

(3^ halogen substituted C1 -C6 alkylthio. 

(bl is -otAbu), -Val-, -Thr- or-Nva-; and 

(cjpMJ \^D}Ma^-(D)Ser- or -[0-(2-hydroxyethyl)(D)Ser]-; or -[O- 
acyl(D)Ser]- or -[0-(2-acyloxyethyl)(D)Ser]-. 



A cyclosporin analog according to Claim 1 or a pro-drug or a 
pharmaceutical^ acceptable salt thereof, wherein in formula (I), B is 
-aAbu-, and U is -(D)Ala-. 



A cyclosporin analog according to Claim 1 or a pro-drug or a 
pharmaceutical^ acceptable salt thereof, wherein in formula I: 
(i) A is of the formula A1 or A2, wherein: 
X is absent; and 

Y is selected from a group consisting of: 

i. -C(0)-0-R1 where R1 is hydrogen, C1-C6 
alkyl optionally substituted with halogen, 
heterocyclics, aryl, C1-C6 alkoxy or C1- 
C6 alkylthio, halogen substituted C1-C6 
alkoxy, halogen substituted C1-C6 
alkylthio; 

ii. -C(0)-S-R1 where R1 is hydrogen, C1 -C6 
alkyl optionally substituted with halogen, 
heterocyclics, aryl, C1-C6 alkoxy or C1- 
C6 alkylthio, halogen substituted C1-C6 
alkoxy, halogen substituted C1 -C6 
alkylthio; and 
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iii. C(0)-OCH2-OC(0)R2 where R2 is C1-C6 
alkyl optionally substituted with halogen, 
C1-C6 alkoxy, C1 -C6 alkylthio, 
heterocyclics or aryl; 

(ii) B is -aAbu-; and 

(iii) U is -(D)Ala-. 

A cyclosporin analog according to claim 1 or a pro-drug or a 
pharmaceutical^ acceptable salt thereof, selected from the group consisting 
of: 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH 3: 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOH; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOEt; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH2CH 2 CH 3; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH 2 Ph; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH 2 F; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCHF 2; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCF3; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH 2 CF 3; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH2CI; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH 2 OCH 3; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -COOCH 2 OCH 2 CH 2 0 CH 3; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is absent, Y 
= -C(=0)SCH 2 Ph; 

Compound of Formula (I) wherein B = -aAbu-, U = -(D)Ala-, X is - 
CH 2 CH 2 CH 2 -, Y = -COOCH 3; and 
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Compound of Formula (I) wherein B = -ccAbu-, U = -(D)Ala-, X is absent, Y 
= -COOFmoc. 

A chemical process for preparing a cyclosporin analog of formula I as 
claimed in Claim 1 , comprising: 

a. reacting a compound of formula I, wherein A= -MeBmt- with: 

i. an olefin of formula CH2=CH-X-Y, wherein X and Y are as defined 
in Claim 1; and 

ii. a catalyst; 

in the presence of a lithium salt in an organic solvent; and 

b. hydrogenating the product of step a in an organic solvent under 
hydrogen with a catalyst; 

and optionally converting the product of said reaction into a 
pharmaceutical^ acceptable salt. 

The chemical process as claimed in Claim 5, wherein the catalyst in step 
(a) (ii) is Grubb's ruthenium alkylidene, Nolan's catalyst, a benzylidene 
catalyst or a molybdenum catalyst. 

The chemical process as claimed in Claim 5, wherein step (b) is performed 
at room temperature. 

The chemical process as claimed in Claim 7, wherein the catalyst in step (b) 
is Palladium on carbon. 

A pharmaceutical composition, said composition comprising at least one 
cyclosporin analog of formula 1 as claimed in Claim 1 , said cyclosporin 
analog being present alone or in combination with a pharmaceutical^ 
acceptable carrier or excipient. 

A method for treating diseases characterized by airflow obstruction in a 
subject in need of treatment which comprises the step of administering to 
said subject a therapeutically effective amount of at least one cyclosporin 
analog of formula I as claimed in Claim 1 . 

The method of Claim 10, wherein said disease is asthma. 
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12. The method of Claim 1 0, wherein the step of administering the cyclosporin 
analog of formula I is done by topical administration. 
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Abstract 

the present invention relates to a cyclosporin analog of the following formula 
(I) or a pro-drug or pharmaceutical^ acceptable salt thereof: 

A-B-Sar-MeLeu-Val-MeLeu-Ala-U-MeLeu-MeLeu-MeVal — 
^ 1 2 3 8 11_ 



(I) 

In formula I, the formula for residue A is: 




where X is absent, -C1 -C6 alkyl-, or -C3-C6 cycloalkyl-; Y is selected from the 
groups- -C(0)-0-R1; -C(0)-S-R1; -C(0)-OCH 2 -OC(0)R2; -C(S)-0-R1 ; and -C(S)- 
S-RV where R1 is hydrogen, C1-C6 alkyl optionally substituted with halogen, 
heterocyclics, aryl, C1-C6 alkoxy or C1-C6 alkylthio or halogen substituted C1-C6 
alkoxy, halogen substituted C1-C6 alkylthio and where R2 is C1-C6 alkyl optionally 
substituted with halogen, C1-C6 alkoxy, C1-C6 alkylthio heterocyclics or aryl; B is - 
ccAbu-, -Val-, -Thr- or -Nva-; and U is -(D)Ala-, -(D)Ser- or -[0-(2- 
hydroxyethyl)(D)Ser]-, or -[0-acyl(D)Ser]- or -[0-(2-acyloxyethyl)(D)Ser], 
In a second embodiment, the present invention relates to the use of the 
cyclosporin analogs of the present invention or a pro-drug or pharmaceutical^ 
acceptable salt thereof in pharmaceutical compositions for the treatment of asthma 
and other diseases characterized by airflow obstruction in a subject. In a third 
embodiment, the present invention relates to processes for the production of novel 
cyclosporin analogs of the present invention. The present invention also 
contemplates method(s) of treatment of asthma and other diseases charactenzed 
by airflow obstruction in a subject by administering to the subject therapeutically 
effective amounts of the cyclosporin analogs of the present invention with or 
without the concurrent use of other drugs or pharmaceutical^ acceptable earners 
or excipients. 
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LIU 09/975, 923 

=> d que 18 

L4 ( 940) SEA FILE=REGISTRY ABB=ON PLU=ON 12606 . 8 . 1/RID 

L5 STR p OskJLsSxA £ T^L (/ c T^H & 

10 11 
OH Me 

> < 

Hy-^C-^C-^CH2-' -*CH2-^ CH2 



NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 
-ECOUNT 



IS E22 C Ell N AT 1 VvuU^-f ^ A >v^ <»j/ 2 2 ^ 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 8 



STEREO ATTRIBUTES: NONE 
L6 { 54) SEA FILE=REGISTRY SUB=L4 SSS FUL L5 Cp^ £,ApJ$ i ) C~ 

io ii 12 ^ Oxc^o/ ^ 

OH Me O <2/W£> urCn XLcf 

< < :|| 

Hy-^ C-^- C-^ CH2-^ CH2-/v CH2-^ C-^- Ak 
1234 5 6 78 13 



NODE ATTRIBUTES: 
CONNECT IS El RC AT 13 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 12 

STEREO ATTRIBUTES: NONE 

L8 0 SEA FILE-REGISTRY SUB=L6 SSS FUL L7 > fsj Q C & Y>\ f£ f/ /\f/)<£ 



4 
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<2) fas^*A ajUla^A aaj £ fa 

LIU 09/975, 923 
=> d que 13 

LI ( 940) SEA FILE-REGISTRY ABB=ON PLU=ON 12606 . 8 . 1/RID 

L2 STR 

10 11 
OH Me 



Hy- - C--' - C — CH2 - CH2- CH2 
1 2 3 4 5 6 



NODE ATTRIBUTES : 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 
ECOUNT IS E22 C Ell N AT 1 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 8 



f o-e -H*t $-y 



STEREO ATTRIBUTES: NONE 

L3 54 SEA FILE=REGISTRY SUB=L1 SSS FUL L2 



=> d scan 13 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid] -7- [O- ( 3-carboxy-l-oxopropyl ) -L-threonine] - (9CI 
SQL 11 

MF C66 H117 Nil 016 



**RELATED SEQUENCES AVAILABLE WITH SEQLINK* 



i-Pr 



i-Bu 



Bu-i 




OH Me 



CH-CH- Bu-n 



o 



4 



i-Bu 



i-Bu 



o- C-- CH2-CH2-CO2H 
0 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :53 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4 -dimethyl-L-2-aminononanoic 

acid] -7-L-norvaline- (9CI) 
SQL 11 

MF C64 H117 Nil 012 
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LIU 09/975,923 
** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 

i-Bu Bu-i 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2- (O-acetyl-D-serine ) -6- [ { 3R, 4R) -3-hydroxy-N, 4 -dimethyl-L-2- 

aminooctanoic acid] -7-L-threonine- (9CI) 
SQL 11 

MF C64 H115 Nil 015 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 



i-Pr 



AcO- CH2 



i-Bu 





!YY 



Pr-i 0 



OH Me 

CH- CH-Bu-n 



Me 



Me o CH-Me 
OH 



i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2-D-serine-6- [ ( 3R, 4R) ~3-hydroxy-N, 4-dimethyl-L-2- 

aminooctanoic acid] -7-L-norvaline- (9CI) 
SQL 11 

MF C63 H115 Nil 013 



RELATED SEQUENCES AVAILABLE WITH SEQLINK* 
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i-Pr 



CH2 i-Bu Bu-i 




x 



OH Me 



CH- CH- Bu-n 



HN 



0 




i-Bu 



i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin D, 6- [ (2S, 3R, 4R) ~3-hydroxy-4-methyl-2- (methylamino ) octanoic 

acid]- (9CI) 
SQL 11 

MF C63 H115 Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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i-Pr 
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LIU 09/975,923 



PAGE 1-B 



n-Bu 



i-Bu 




i-Bu 



PAGE 1-C 



i-Pr 




i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl~L-2-aminooctanoic 
acid] -7- [O- [4- [ [ (3 ' , 6' -dihydroxy-l-oxospiro [ isobenzof uran-1 (3H) , 9 ' - 
[9H] xanthen] -4 ' -yl ) methyl ] amino] -1, 4 -dioxobutyl] -L-threonine] - (9CI) 

SQL 11 

MF C87 H130 N12 O20 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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PAGE 1-A 



i-Bu 




PAGE 1-B 



0 



HR 




L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L~2-aminononanoic 

acid] -7-L-valine- ( 9CI ) 
SQL 11 

MF C64 H117 Nil 012 

* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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i-Pr 



i-Bu 



Bu-i 




>TrrrYrn 

° | Me 0 Me 



i-Bu 



i-Bu 



Me 



Me 



OH Me 



I X IkNL ^CH-CH~ (CH2)4"Me 
* N' ^ u ^ 



N " 0 
Pr-i 



Me o 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N, 4 -dimethyl-8- 

[ [ (phenylairtino) carbonyl] oxy] -L-2-aminooctanoic acid] - { 9CI ) 
SQL 11 

MF C69 H118 N12 014 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 



i-Bu 



Bu-i 




i-Bu 



i-Bu 



PAGE 1-A 



OH Me O 

i i II 

CH-CH- (CH2)4~0-C- 



PAGE 1-B 



— NHPh 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2-D-threonine- 6- [ (3R, 4R) -3-hydroxy-N, 4 -dimethyl -L- 2- 

aminooctanoic acid]- (9CI) 
SQL 11 

MF C63 H115 Nil 013 
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**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



OH i-Pr 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin C, 6- [ (2S, 3R, 4R) -3-hydroxy-4 -methyl-2- (methylamino) octanoic 

acid]- (9CI) 
SQL 11 

MF C62 H113 Nil 013 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 



i-Bu Bu-i 




t-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L~2-aminooctanoic 

acid] -11- (N-methyl-L-alanine) - (9CI) 
SQL 11 

MF C59 H107 Nil 012 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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i-Pr 

i-Bu Bu-i 




i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ { 3R, 4R) -3-hydroxy-N, 4 , 8-trimethyl-L-2-aminononanoic 

acid]- (9CI) 
SQL 11 

MF C64 H117 Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 



i-Pr 



i-Bu Bu-i 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N2 , 4-dimethyl-8-oxo-L-2 , 8- 

diaminooctanoic acid]- (9CI) 
SQL 11 

MF C62 H112 N12 013 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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i-Pr 

I 

i-Bu Bu-i ■ 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2- (O-acetyl-D-serine ) -6- [ (3R, 4R) -3-hydroxy-N, 4 -dimethyl-L-2- 

aruinooctanoic acid] -7-L-valine- (9CI) 
SQL 11 

MF C65 H117 Nil 014 

* ^RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 



i-Pr 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (2S, 3R, 4R) -3-hydroxy-4-methyl-2- (methylamino ) octanoic 

acid]- (9CI) 
SQL 11 

MF C62 H113 Nil 012 
CI COM 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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PAGE 1-A 



i-Pr 



PAGE 1-B 

n-Bu 




PAGE 1-C 



i-Pr 

0 




i-Bu 
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L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ ( R) -3-hydroxy-N, 4 , 4-trimethyl-L-2-aminooctanoic acid] - 
(9CI) 

MF C63 H115 Nil 012 



i-Pr 



i-Bu Bu-i 




i-Bu 

i-Bu 



**PROPERTY DATA AVAILABLE IN THE ' PROP ' FORMAT** 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [( 3R, 4R) -3-hydroxy-N, 4 , 10-trimethyl-L-2-aminoundecanoic 

acid]- (9CI) 
SQL 11 

MF C66 H121 Nil 012 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 



i-Bu Bu-i 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -8- (benzoyloxy) -3-hydroxy-N, 4 -dimethyl-L-2- 

aminooctanoic acid]- (9CI) 
SQL 11 

MF C69 H117 Nil 014 
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** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 



i-Bu Bu-i 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2- (O-acetyl-D-serine ) -6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2- 

aminooctanoic acid] -7-L-norvaline- (9CI) 
SQL 11 

MF C65 H117 Nil 014 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (2S, 3R, 4R) -3-hydroxy-4-methyl-2- (methylamino ) -10-oxo-10- 

(propylamino) decanoic acid]- (9CI) 
SQL 11 

MF C67 H122 N12 013 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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0= 



H 



S. 

r 

i-Bu 



Me 
Me 



PAGE 1-A 



Me 



Pr-i 



N 
H 



PAGE 1-B 

Me 0 i-Bu Me 0 




PAGE 1-C 



Me 



* N 



Me 



(CH2)5 NHPr-n 



OH 
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L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid] -10- (4-f luoro-L-valine) - (9CI) 
SQL 11 

MF C62 H112 F Nil 012 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 



i-Bu Bu-i 




i-Bu 

FCH2-CH i-Bu 



Me 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminononanoic 

acid] -7-L-threonine- ( 9CI ) 
SQL 11 

MF C63 H115 Nil 013 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 



i-Pr 



HN 



i-Bu 



Bu-i 




O Me II CH-Me 



OH 



OH Me 
. CH-CH- (CH2) 4 ~Me 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4 -dimethyl-L-2-aminooctanoic 

acid] -7-L-valine-8- (N-methyl-D-norvaline) - (9CI) 
SQL 11 
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MF C66 H121 Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 

i-Bu Bu-i 




L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2- (O-acetyl-D-serine ) -6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2- 

aminooctanoic acid]- (9CI) 
SQL 11 

MF C64 H115 Nil 014 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (2S, 3R, 4R) -3-hydroxy-4-methyl-2- (methylamino ) octanoic 

acid]-, compd. with 2-methoxy-2-methylpropane (1:2) (9CI) 
SQL 11 

MF C62 H113 Nil 012 . 2 C5 H12 O 
** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
CM 1 
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RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4 -dimethyl-L-2-aminooctanoic 

acid] -7- (4, 4-dif luoro-L-2-aminobutanoic acid) - (9CI) 
SQL 11 

MF C62 Hill F2 Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminodecanoic acid] - 

(9CI) 
SQL 11 

MF C64 H117 Nil 012 

* ^RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid] -8- (N-methyl-D-norvaline) - (9CI) 
SQL 11 

MF C65 H119 Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 



i-Bu 



Bu-i 



Me 

\ P H Me 
\ 11 >N i 




i-Bu 



i-Bu 



n-Pr 



OH Me 

. CH-CH-Bu-n 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminononanedioic 

acid]- (9CI) 
SQL 11 

MF C63 H113 Nil 014 



**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid] -7-L-valine-8- [N-methyl-L-2- (methylthio) glycine ] - (9CI) 
SQL 9 

MF C64 H117 Nil 012 S 
Absolute stereochemistry. 
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IN Cyclosporin A, 6- [ ( 2S, 3R, 4R) -3, 8-dihydroxy-4 -methyl-2- 

(methylamino) octanoic acid]- (9CI) 
SQL 11 

MF C62 H113 Nil 013 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N, 4-dimethyl-7-phenyl-L-2- 

aminoheptanoic acid]- (9CI) 
SQL 11 

MF .C67 H115 Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin D, 6- [ (2S, 3R, 4R) -3-hydroxy-4-methyl-2~ (methylamino) octanoic 

acid] -8- [ (2R) -N-methyl-2- (methylthio) glycine] - (9CI) 
SQL 11 

MF C64 H117 Nil 012 S 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
Absolute stereochemistry. 
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L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2-D-serine-6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2~ 

aminooctanoic acid]- (9CI) 
SQL 11 

MF C62 H113 Nil 013 

* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin A, 6- [ (3R, 4R) -8- (acetyloxy) -3-hydroxy-N, 4-dimethyl-L~2- 

aminooctanoic acid]- (9CI) 
SQL 11 

MF C64 H115 Nil 014 



** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Searched by Susan Hanley 305-4053 



Page 22 



LIU 09/975, 923 



i-Pr 



i-Bu Bu-i 




i-Bu 

i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 3- ( 4 -hydroxy-N-methyl-L-leucine ) -6- [ (3R, 4R) -3, 8-dihydroxy- 

N, 4 -dimethyl-L-2-aminooctanoic acid]- (9CI) 
SQL 11 

MF C62 H113 Nil 014 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-8-methoxy-N, 4 -dimethyl-L-2- 

aminooctanoic acid] -7-L-norvaline- (9CI) 
SQL 11 

MF C64 H117 Nil 013 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid] -7-L-valine-8- (4, 5-didehydro-N-methyl-D-norvaline) - (9CI) 
SQL 11 

MF C66 H119 Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 




L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 2- [0- ( 1, 1-dimethylethyl) -D-serine] -6- [ { 3R, 4R) -3-hydroxy-N, 4- 

dimethyl-L-2-aminooctanoic acid]- (9CI) 
SQL 11 

MF C66 H121 Nil 013 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin A, 6- [ (3R, 4R) -8-azido-3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid]- (9CI) 
SQL 11 

MF C62 H112 N14 012 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
Absolute stereochemistry. 
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IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid] -7- (3-oxo-L-2-aminobutanoic acid)- (9CI) 
SQL 11 

MF C62 Hill Nil 013 



**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Searched by Susan Hanley 305-4053 



Page 26 



LIU 09/975, 923 



i-Bu 




CH~ CH— Bu-n 



i-Bu 



L3 54 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-8-methoxy-N, 4 -dimethyl-L-2- 

aminooctanoic acid] -7-L-valine- (9CI) 
SQL 11 

MF C64 H117 Nil 013 



* * RELATED SEQUENCES AVAILABLE WITH SEQLINK* 
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IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2-aminooctanoic 

acid] -8- (4, 5-didehydro-N-methyl-D-norvaline) - (9CI) 
SQL 11 

MF C65 H117 Nil 012 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin A, 5- (N-methyl-D-valine) -6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2- 

aminooctanoic acid]- (9CI) 
SQL 11 

MF C62 H113 Nil 012 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N, 4~dimethyl-L-2-aminooctanoic 

. acid] -8- [N-methyl- (R) -2- (methylthio) glycine] - (9CI) 
SQL 11 

MF C63 H115 Nil 012 S 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N, 4 -dimethyl-L-2-aminononanoic acid] 

(9CI) 
SQL 11 

MF C63 H115 Nil 012 



**RELATED SEQUENCES AVAILABLE WITH SEQLINK* 
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IN Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-8-methoxy-N, 4 -dimethyl-L-2- 

aminooctanoic acid] -7-L-threonine- (9CI) 
SQL 11 

MF C63 H115 Nil 014 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin A, 2-D-serine- 6- [ (3R, 4R) -3-hydroxy-N, 4 -dimethyl-L-2- 

aminooctanoic acid] -7-L-threonine- (9CI) 
SQL 11 

MF C62 H113 Nil 014 



** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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IN Cyclosporin G, 6- [ (2S, 3R, 4R) -3-hydroxy-4-methyl-2- (methyl ami no) octanoic 

acid]- (9CI) 
SQL 11 

MF C63 H115 Nil 012 



**RELATED SEQUENCES AVAILABLE WITH SEQLINK* 
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IN Cyclosporin A, 6- [ (2S, 3R, 4R) -2-amino-3-hydroxy-N, 4-dimethyloctanoic 

acid] -9- (4-hydroxy-N-methyl-L-leucine) - (9CI) 
SQL 11 

MF C62 H113 Nil 013 

* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry . 
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IN Cyclosporin A, 6- [ ( 3R, 4R) -3-hydroxy-N, 4 -dimethyl-7-phenyl-L 

aminoheptanoic acid] -7-L-valine- (9CI) 
SQL 11 

MF C68 H117 Nil 012 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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IN Cyclosporin A, 6- [ ( 2S, 3R, 4R) -3-hydroxy-8-methoxy-4-methyl-2- 

(methylamino) octanoic acid]- (9CI) 
SQL 11 

MF C63 H115 Nil 013 

* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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IN Cyclosporin A, 2-D-serine-6- [ (3R, 4R) -3-hydroxy-N, 4-dimethyl-L-2- 

aminooctanoic acid] -7-L-valine- (9CI) 
SQL 11 

MF C63 H115 Nil 013 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 
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IN Cyclosporin B, 6- [ (2S, 3R, 4R) -3-hydroxy-4 -methyl-2- (methylamino) octanoic 

acid]- (9CI) 
SQL 11 

MF C61 Hill Nil 012 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



i-Pr 



Me 



/ 



HN 




0 H Me 

N- 



N 



i-Bu 



Me 



Bu-i 



Me 



. N. 



in" 

Me 

i-Bu 



N 
H 



Pr-i O 

i-Bu 



Me 



Me 



OH Me 

CH- CH™ Bu-n 



I 0 
Me 



NT 
Me 



II Me H 



ALL ANSWERS HAVE BEEN SCANNED 



Searched by Susan Hanley 305-4053 



Page 36 



(3) 

LIU 09/975,923 (Dirt ^ 

=> d que 126 /' 

L22 1 SEA FILE=REGISTRY ABB=ON PLU-ON 137500-57-3^ 

L23 1 SEA FILE=REGISTRY ABB=0N PLU-ON 114865-26-8 /L ^ D (f j^y 

L24 1 SEA FILE-HCAPLUS ABB-ON PLU-ON L22 \ { 

L25 1 SEA FILE-HCAPLUS ABB=ON PLU=ON L23 ^ 2 J S 

L26 2 SEA FILE-HCAPLUS ABB=ON PLU=ON (L24 OR L25) n . 1 

( ^ C o« 

I 



Searched by Susan Hanley 305-4053 



Page 1 



LIU 09/975,923 



=> d ibib abs hitstr 1 



L2 6 ANSWER 1 OF 2 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 
AB 



Christians , 
Schiebel, H. 
R. ; Sewing, 
Inst. Allg. 



IT 



RN 
CN 



HCAPLUS COPYRIGHT 2003 ACS 
1991: 669869 HCAPLUS 
115:269869 

Investigations on the metabolic pathways of 
cyclosporine : II. Elucidation of the metabolic 
pathways in vitro by human liver microsomes 

U.; Strohmeyer, S.; Kownatzki, R.; 

M.; Bleck, J.; Kohlhaw, K. ; Schottmann, 
K. F . 

Pharmakol., Med. Hochsch. Hannover, 
Hannover, Germany 

Xenobiotica (1991), 21(9), 1199-210 
CODEN: XENOBH; ISSN: 0049-8254 
Journal 
English 

Cyclosporine and its metabolites, isolated from human bile and identified 
by FAB mass spectrometry and 1H-NMR spectroscopy, were metabolized by 
human liver microsomes for the identification of new cyclosporine 
metabolites. From these data a metabolic pathway for cyclosporine, which 
includes these new cyclosporine metabolites, has been proposed. The new 
metabolites were isolated by semipreparative HPLC and their chem. 
structures were elucidated by FAB mass spectrometry. These isolated 
metabolites were further metabolized and the products identified by FAB 
mass spectrometry. Fourteen metabolites, whose structure has not yet been 
elucidated, were isolated after metab. of structurally identified 
cyclosporine metabolites, and chem. structures for five of these 
metabolites were proposed. The structures of the new cyclosporine 
metabolites were: (i) a N-demethylated, carboxylated deriv. (AM1A4N) , (ii) 
a di-hydroxylated, N-demethylated deriv. (AM14N9) , (iii) a hydroxylated 
and carboxylated deriv. (AM1A9) , (iv) a dihydroxylated, cyclized and 
N-demethylated deriv. (AMlc4N9) and (v) a cyclized and carboxylated 
(AMlcA) deriv. A proposed cyclosporine metabolic pathway comprises a 
total of 29 metabolites. It consists of four main branches originating 
from metabolites AMI, AMlc, AM9, and AM4N. 
137500-57-3, Cyclosporin A metabolite 1A9 
RL: BIOL (Biological study) 

(as cyclosporine metabolite, in liver microsomes of humans) 
137500-57-3 HCAPLUS 

Cyclosporin A, 3- ( 4-hydroxy-N-methyl-L-leucine ) -6- [ (3R, 4R, 6E) -6, 7- 
didehydro-3-hydroxy-N, 4 -dimethyl-L-2-aminooctanedioic acid] - ( 9CI ) (CA 
INDEX NAME) 
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L26 ANSWER 2 OF 2 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE 
SOURCE: 



DOCUMENT TYPE 
LANGUAGE : 



AB 



The 



IT 



RN 
CN 



HCAPLUS COPYRIGHT 2003 ACS 
1988:416575 HCAPLUS 
109:16575 

Study of the conformation of cyclosporine in aqueous 
medium by means of monoclonal antibodies 
Quesniaux, Valerie F. J.; Wenger, Roland M. ; 
Schmitter, Doris; Van Regenmortel, Marc H. V. 
Lab. Immunochem., Inst. Mol . Cell. Biol., Strasbourg, 
67084, Fr. . 

International Journal of Peptide & Protein Research 
(1988), 31(2)', 173-85 
CODEN: IJPPC3; ISSN: 0367-8377 
Journal 
English 

three-dimensional structure of the immunosuppressive cyclic peptide 
cyclosporine (Cs) , detd. in crystal by X-ray anal, and in soln. in aprotic 
solvents by NMR, differs mainly by the orientation of the 7 carbon side 
chain of residue 1. Because of its poor soly. in water, the conformation 
of Cs in aq. medium cannot be studied by NMR methods, which require 
concns. of the substance of the order of milligram/mL, but can be analyzed 
by immunochem. methods in which concns. in the nanogram/mL range are 
detected. In the present study, the ability of a series of monoclonal 
antibodies (McAbs) raised against Cs to recognize different parts of 
residue 1 of Cs was detd. from the cross-reactivity of different 
Cs-analogs modified in residue 1. When Cs is dissolved in aq. buffer, 
terminal atoms of residue 1 side chain are not available for binding to 
antibodies recognizing the face of the mol. defined by residues 1, 2, 3 
10, 11, suggesting that the chain is probably folded back under the mol 
as obsd. in the crystal structure. Binding of McAbs to Cs was also 
affected by conformational modifications of the peptide ring that occur 
some Cs-analogs. The results illustrate the potential of McAbs for 
probing the conformation of Cs-derivs. for which no structural data are 
available. 
114865-26-8 
RL: PRP (Properties) 

(conformation of, monoclonal antibodies recognition of) 
114865-26-8 HCAPLUS 

Cyclosporin A, 6- [ (3R, 4R) -3-hydroxy-N2 , 4-dimethyl-8-oxo-L-2 , 8- 
diaminooctanoic acid]- (9CI) (CA INDEX NAME) 
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ECLEVEL IS LIM ON ALL NODES 

ALL RING(S) ARE ISOLATED j asU^Jt $T}L <Q 

L16 50 SEA FILE-MARPAT SSS FUL L14 (MODIFIED ATTRIBUTES) $0 C H/Vl/J^ 

L1 \o u V J™ 2 " uhiH - 5T * ^ 

OH Me 1 * 1 ' 



Me ^ o LI& ycou^t Set 

Hy-^C-^ C^vx-Ak-^"^C-^ 0- A Ak 

2 3 6 7 8 13 t i » - t a * n S 



NODE ATTRIBUTES: 

CONNECT IS E2 RC AT 6 

CONNECT IS El RC AT 13 

DEFAULT MLEVEL IS ATOM 

GGCAT IS LIN AT 6 

DEFAULT ECLEVEL IS LIMITED 

ECOUNT IS E22 C Ell N AT 1 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 10 
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STEREO ATTRIBUTES: NONE 

ATTRIBUTES SPECIFIED AT SEARCH-TIME: 
MLEVEL IS ATOM ON RING NODES AND RING GROUPS 
MLEVEL IS CLASS ON CHAIN NODES AND CHAIN GROUPS 
ECLEVEL IS LIM ON ALL NODES 

L21 2 SEA FILE=MARPAT SUB=L16 SSS FUL L19 {MODIFIED ATTRIBUTES) X C I ^ K'<M>2~ 



~~ hv^H^ asm 
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137:226601 MARPAT 
Cyclosporins for the treatment of respiratory diseases 
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Christopher 

Enanta Pharmaceuticals, Inc., USA 

PCT Int. Appl. , 29 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 
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PRIORITY APPLN. INFO.: 
AB Novel semisynthetic cyclosporin analogs contg. different amino acids are 
synthesized for use as pharmaceuticals. The compds . can be used for th 
treatment of asthma, allergic rhinitis, bronchitis, etc. Thus, 
cyclosporin analogs were prepd. and their immunosuppressant activity was 
detd. by using the inhibition of the phosphate activity as the parameter. 
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G2 
Gl 



T 

CH 



H2C 

...CH 



Me 



.OH 



M^ 



H 



N CH— C (O)-NH — CH — C (O)-N CH2~C (O)-N 9H <> 

O 



G8 



C(O)- 



Me 



Me Bu-i 



-NH- 



-CH — N C (O)-CH N C (O)-CH— N C- 



CH— C (0)-| CH— C (0) 

Pr-i Me Bu-i 



Bu-iMe 



Bu-iMe 



Bu-iMe 



CH NH— C (O)-CH — NH 

25 



G9 



Me 



G2 



- 65 



G3 



-G3 — G4 



G3 - 0 

G4 - alkyl<(l-6)> (SO (1-) G5) 
MPL: claim 1 

NTE: or pharmaceutically acceptable salts 

STE: 25-D 
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Fluorescence polarization immunoassay for cyclosporin 
A and metabolites based on novel cyclosporin A 
derivatives 

Wang, Nai Yi; Wang, Philip P.; Morrison, Marjorie Anne 
Abbott Laboratories, USA 
Eur. Pat. Appl. , 17 pp. 
CODEN: EPXXDW 
Patent 
English 
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1987-31494 
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US 
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1991--776890 


19911015 








US 


1993-60598 
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GI 



[C(R2)=w- (C=Ym] n Z p 



l X >k 



Me 



RlO---< 



MeLeu-MeVal-MeN v CO-Abu-Sar 
I 

MeLeu 

I 

D-Ala — Ala — MeLeu — Val — MeLeu 



AB A method is described for prepn. of cyclosporin A derivs. I [k = 0-1 (k = 
0 only if n = 1); m = 0-2; n, p = 0-1; Rl = H or a protecting group; R2 = 
H, lower alkyl, or CH(OH)Me; W = 1-20 (not including H) atoms of C, N, O, 
S, with .ltoreq.2 heteroatoms bonded together and with O never bonded to O 
or S; X - CH2, CHOH, C(O) (n = 0), or CH20H (p = 0) ; Y = 0, S, or NH; Z - 
a poly (amino acid), a poly (amino acid) deriv., a fluorescent moiety, OH, 
NH2, NHNH2, ORa, SRa, NHRa , NRaRb (Ra, Rb = stable Cl-10 chain), SH, or a 
leaving group; MeVal, MeLeu, Sar, and Abu represent residues of 
N-methylvaline, N-methylleucine , sarcosine, and L- . alpha . -aminobutyric 
acid, resp.]. The derivs. are used as (1) immunogens in formation of 
antibodies specific to cyclosporin A and some metabolites, and (2) 
precursors in synthesis of fluorescent tracers having .gtoreq.l epitope in 
common with cyclosporin A and some metabolites. Antibodies and tracers 
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are employed in a fluorescence polarization immunoassay (FPIA) for 
cyclosporin A and metabolites in biol . fluids. [ 6- (Carboxymethyloximino) - 
3- (R) -hydroxy- 4- (R) -methyl-2- (S) -methylaminohexanoyl] 6cyclosporin A (I; k 
= 0; m, n, p = 1; Rl, R2 = H; W = NOCH2; Y = 0; Z = OH) (prepn. given) was 
conjugated to bovine serum albumin with l-ethyl-3- ( 3- 

dimethylaminopropyl) carbodiimide-HCl , and the resulting immunogen was used 
to immunize exptl. animals. A fluorescent cyclosporin A tracer was prepd, 
from [7-carboxy-3- (R) -hydroxy-4- ( R) -methyl-2- ( S ) -methylamino-6- 
heptenoyl] 6cyclosporin A (I; k - 0; m, n, p = 1; R2 = H; W = CH; Y - 0; Z 
= OH) and aminomethylf luorescein-HCl . To serum or plasma samples was 
added pptn. reagent (30 mM NH40AC in 98.5% aq. Me2CHOH) . Following mixing 
and centrifuging, samples were analyzed with an automated assay employing 
an Abbott TDx Analyzer and a Cyclosporin and Metabolites Reagent pack. 
FPIA sensitivity was 15 ng/mL for cyclosporin A and metabolites. In a 
comparison of 208 clin. samples against an available RIA, linear 
regression anal, gave a slope of 1.153, an intercept of 21.06, and a 
correlation coeff. of 0.813. 

MSTR IB 
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Gl CH 



Me Pr-i 

^:{0)-n— ch — c(0)y 

HC™— Bu-i Me 

N Me 

C(0) 
HC— Bu-i 

N— Me 



CH— CH 2 -G3— G6— Gil 
56 58 



i:t je 

^C (O) NH — CH — C (O)-N — CH2 

C(O) 



Me — N 

i 

i-Bu CH 

C(0) 



C (O)-CH-NH C (O)-CH— NH— C (0)— CH— N C (O)-CH-NH 

Me Me Bu-iMe Pr-i 

Gl = OH 

G6 = 64-56 67-58 

10 



G8 

G10 

Gil 



- CH 

- O 

- 73 
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G12 = O 

GGA = 74 76 <(1-10)> 
MPL: claim 3 

NTE: substitution is restricted 

STE: 2-D 
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